Treatment with the cytotoxic antitumor drug cyclophosphamide is highly effective in mice bearing Lewis lung carcinoma, causing the absence of macroscopically detectable tumors at necroscopy after sacrifice. When the effects of the treatment on survival are determined, a significant increase in survival time and in the proportion of long-term survivors is observed. When restraint stress is further applied, tumors develop in all of the mice treated with cyclophosphamide, and survival time and the fraction of long-term survivors are significantly reduced. Flow cytometry of splenic T-lymphocyte subsets in normal mice indicates a significant decrease in the number of CD3 ϩ , CD4 ϩ , and CD8 ϩ subsets after treatment with cyclophosphamide and after application of restraint stress; the interaction of the two treatments is significant for CD3 ϩ and marginally significant for CD4 ϩ subsets. The attenuation by restraint stress which was observed for the effects of cyclophosphamide on the presence of tumors at necroscopy and for the survival of the treated mice might thus be interpreted as follows: restraint stress attenuates the immune functions of the host directed toward the weakly immunogenic tumor, an effect which, in the absence of restraint stress, interacts effectively with the cytotoxic action of cyclophosphamide toward tumor cells. The results obtained using this animal model thus indicate that experimental stress reduces the therapeutic efficacy of a cytotoxic antitumor drug; experimental and clinical implications are discussed.
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INTRODUCTION
Cancer chemotherapy with cytotoxic antitumor drugs is remarkably effective in patients with numerous types of malignant tumors (Frei, 1985 (Frei, , 1987 . Experimental evidence from animal tumor systems indicates that immune functions of the host cooperate in determining the curative action of cytotoxic antitumor agents when the tumor possesses significant antigenic and/or immunogenic properties. Indeed, low dosages of cyclophosphamide and melphalan were equally as effective as, or more effective than, higher dose levels of the same drugs at curing mice bearing MOPC-315 plasmacytoma (Ben-Efraim, Bocian, Mokyr, & Dray, 1983; Berko, Seissman, Colvin, Bocian, Ben-Efraim, & Dray, 1988; Mokyr & Dray, 1983) . Mice cured with low-dosage schedules showed a strong acquired immune resistance to further tumor challenges, but this did not occur in mice given high dosages (Ben Efraim et al., 1983; Hengst, Mokyr, & Dray, 1981; Mokyr & Dray, 1983; Mokyr, Brundett, Colvin, & Dray, 1986) . Moreover, the acquired immune resistance was shown to depend on the appearance of Lyt 2 ϩ T-cells (Mokyr et al., 1986; Mokyr, Baker, Weiskirch, Takesue, & Pyle, 1989) . Findings consistent with a dosage-dependent immunoregula-
